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Box No. I 


Basis of the report 


□ 


Box No. n 


Priority 


IS 


BoxNo.ni 


Non-establishment of opinion with tcgard to novelty, inventive step and industria 
applieability 


□ 


Box No. TV 


Lack of unity of invendon 
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Box No. V 


Reasoned statement under Aiticlc 35(2} with regard to novel^, inventive step or 
oppIicabiliQ': citations and explanations suppwting such statement 


Box No. VI 


Certain documenu cited 
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Box No. Vn 


Certain defects in the inteniationa] application 
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Box No, VIII 


Certain observations on the international application 



4. The International Biiroau will communicate tliis report to desigtiated omces in accordflocci with Rules 44fe/.T3{o) and 93bix.l but 
not. except whtru the applicant makes an express request under Article 23(2), before itie expiration of 30 months from Iho priority 
dale (Rule 44Wj ,2). / 
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indications relating to the following items; 
Basis or the oinnion 
Priority 

Non-estoblisbinem of opinion with regard to novelty, inventive step and Industrial apfdicalulity 
Lack of unity of lnv«nlion 

ReoMned statcnvM m(l«r Rulo 43ivdr.l(a)(i) with rcgsid to novelty, lnv«ntiv« jtcp or indMlriol 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the inlemationiil application 

Certain observations on the international application 

2. FURTHER ACTION 

If 0 demand for inlernoUonal preUminary emminaUon is made, this opinion will be considered to be a written opinion of the 
International Preliminary Bxaminins Authority ("IPEA") except that this does not apply where the applicant chooses an Authority otlicr 
than this one to be the IPEA and the chosen 1P5A has noUfled the Imcrnalional Bureau under Rule 00, 1W.((W that written opinions of 
thl» International Searching Authority wilt not be so consideied. 

Ifthiit oi>inien is, as provided above, conndeted lo be a wtiiten opinion of the IPHA, the applicant is invited to submit to the 1P13A a 
written reply logether. where oppiopriate, with amendments, before the expiration of 3 months from the dote of mailing of Iform 
PCT/I$A/220 or before the expiration of 22 months Irom the priority date, whichever expires later. 
For further options, see Perm PCr/ISA/220. 



3. For further details, see notes lo Form PCiyiSA/220. 
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This opinion contains 




Box No. I 


□ 


Box No, II 




Box No. Ill 


□ 


Box No, IV 




Box No, V 


□ 


Box No. VI 


□ 


BoxNo.Vn 


□ 


BoxNo.VUI 
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BuijtfOf Ihlsopinlvo 



1 . With fegafd Id (he langBngci, this opinion lias been establislied on the basis of: 
1/^ the international application in the language in wWcl) It waj Tiled 

D atrans1ationoftli«inii!rnatlon«)ai>t>lica<lortiiito , which is the longuage of a 

translation fucnisbed for the purposes of inieniotiaciol search (Rules 12.3(8) and 23.1(b)). 

2. rn Thi» Oi>inloi> ha$ bwn establisfani taking into acvouni the KCtUICDtion of iin obvlouii mliitukc outiwrized by or notified to iMs 

Auibocity under Rule 91 (Rule 43bis.l{a)) 

3. With regam to any nucleotide ond/or tuiilno add mquenec disclosed in the imemotional application ond necessary to the doimed 
Invaniion. tbiii ot>inlon has been established on the basis of: 

0. type of material 

I I a sequence listine 

I I lablc(s) related to the sequence listing 



n orti>ai>er 
n inelectimnic form 
c. time of Clin^umijihlt^ 

I I contained in the Intetnatlonal applieatim as filed 

I I filed together with the international application in electronic form 

) I futnished subsequently to Ifiis Authority for the purposes of searcli 

4. Q In addition, in the caw that more than one version or copy of a sequence listing nnd/or table(s) relating theicto has been flied C 
fumijihed. the requireil stiUemeitts that the InrormatiDn in the subsequent or addiUonol copies is identical to that in the application a 
nied cr does not go beyond the application as filed, as appropriate, were furnished. 
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INTERNATIONAL SEARCHING AUTIIOKITY 


International application No. 

PCT/JP2008/051695 




The qti«Stioni whether (he claiined invenlion appears to be novel, to involve an inventive si 
»pl>licabl« have no! been examined in respect of: 


Ep (to be nan obvious), or to be industrially 






Claims Nos. . 18 










relate to the followine 


subject matter which does not lequlie on international search (speafy): 




Claim 18 "pertains to a method for treatment of the 


human body by therapy, " and thu? relates to a subject 


matter which does not require an international search under 


the provisions of PCT Rule 39.1(iv). 




n the descfiptlon, dalms or (Iwwlngji (lmU<Mrpunieiilurrleinaasbclirw) or said doimsNos. 
are so unclear that w> quanlngrul opinion COUld be formed (^qfy): 


L_] the claims, or said cloims Nos, 


are so inadeauatelv suonorted 






13 no international search report has been cjlahlljhcd for said Claims Nos, 18 




[J n mcaningrul opinion could not be rormed without th« iHtqiwnce listing; the applicant did not, within the prescribed time limit: 


1 1 fufflfh a scqueocc listing on i>ai>er complying with the standard provided for in Annex C ol' the Administrative Instructions, 
oml such listing was not available to the International Searching Authority in a form and manner acceptable to it. 


r~| fumish a sequence listing in electronic foim complying whh the standard provided for in Annex C of the Administrative 
InslruoUons. and such listing was not avaOaUe to the International Searching Authority in a form and matinee acceptable to It, 


n l»y the requifcd laic furnishing fee for the furnishing of a sequence listing in asp 
<b). 


onse to an invitation under Rule 13fer.l(a) or 


1 1 a meaningful opinion could not be formed without the tables related to the sequence listings; the applicant did not, within the 
prescribed time limit, furnish such tables in electronic form com|i|ying with the technical requirements provided for in Annex C-bIs 
of Uie Administrative Instruction.1. and »uch tahlcjt were not available to the Intemationat Searching Authority in a form and manner 
,-ieceiriableloit. 


1 1 the tables related to the nucleotide and/or amino acid sequence listing. If In electronic 
rcquitenKdlS iHrovided for In Annex C-Afoofthe Administrative Instnictions, 


form only, do not comply with the technical 


See Supplcmcnlnl Box for further details. 
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Box No. V Rca-ionEd AatcmEnt under Rwlif 431>lfi.i<aKI) with regard to novdiy. Inveiiltve iili!|> or Indiutriul oppltcubUUy; 
citutlonsand explunuUonK Nupporiinu Kucfa KialcmGnt 


1. Sbaemnit 

NovdtyCN) QQims 1-17 


YES 


CialMU 


NO 


Inveniivcstep(lS) ^^^^ 




ClMms 1-17 


NO 


In*.s»rii.lai>pH<iibiIit>-<lA) cloims 1-17 


YES 


Clainu 


NO 


2. Cltajfons ami vxplaoalieitsi 




Document 1: WO 2003/099813 Al (Eisai Co., 


Ltd.), 04 December 


2003 




Document 2: WO 2005/116013 Al (Takeda Chem. Ind. Ltd.), 08 


December 2005 




Document 3; JP 2001-348384 A (Sankyo Co., 


Ltd. ) , 17 December 


2001 




Document 4: JP 2002-145885 A (Otsuka Kagaku Yakuhin KK) 22 


May 2002 




Document 5: wO 2006/121104 Al (Eisai R&D Management Co., 


Ltd.), 16 November 2006 




Document 6: JP 2004-269488 A (Hayashibara Biochemical Lab.), 


30 September 2004 




Claims 1, 2 and 4-17 




The invention as in claims 1, 2 and 4 


-17 does not involve 


cin inventive step in view of documents 1-4 


cited in the ISR, 


Document 1 indicates that the compound represented by the 


formula (I) described in claim 1 of the present application. 


which has an anti-solid tumor activity, is 


obtained as an oily 


substance (example 45) . Additionally, document 1 has a general 


description indicating that the crystal polymorph may exist in 


said compound (page 34) . Furthermore, producing said compound 
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« No. V Reasoned statemem under Kutc 43bls.l{a)0) wjth regard to nov-clty, Inventive step or Indnxtriol oppll«abUitv; 
dtniionsand (ixplmrotlon»M»pporiln(* su<h slalBincnt 



by the method described in claims 13 and 14 of the present 
application is described (pages 53 to 63) . 

Documents 2-4 describe a method in which after dissolving 
the compound obtained as an oily substance in a good solvent, 
a poor solvent is added thereto to cause crystallization. 
Furthermore, document 2 also indicates that, by 
crystallization, it is possible to increase product purity, 
and handling becomes easier when used as an active ingredient 
of a pharmaceutical product (paragraphs [0003] and [0007]), 

As described in documents 2-4, after dissolving the 
compound obtained as an oily substance in a good solvent, 
adding a poor solvent thereto to cause crystallization is 
considered to be a method for producing a crystal, which is 
common practice for a person skilled in the art, and with 
regard to the compound described in document 1 suggesting the 
existence of a crystal polymorph, it is not considered to be 
especially difficult to obtain a crystal by said technique. 
Furthermore, with reference to the descriptions of documents 
2-4, selecting the most suitable solvent from publicly-known 
solvents, and setting the temperature of crystallization and 
the condition with or without stirring as appropriate are not 
considered to require special ingenuity. 

Furthermore, even if the disclosure in the description of 
the present application is referred to, the invention is not 
considered to exhibit an especially advantageous effect that a 
person skilled in the art could not predict from documents 1- 
4. 

Claim 3 

The invention as in claim 3 does not involve an inventive 
step in view of documents 1-6 cited in the ISR. 
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Kcasoncd sta|«m«m mid«r Rule 431)kl(QKi) wtlh regurd lo novelty, tnvcnUvc step or indiutriul oppllcabiUty: 
Citntlonii aad cXplanuUonii xupporttng mcb at 



As described in document 5 (paragraph [0045]) and 
docwnent 6 (paragraph [004 5]), the method for obtaining an 
amorphous form of a compound by dissolving a crystal of 
compound in a solvent and then f reeze-drying the same, is 
considered to have been well known to a person skilled in the 
art. 

From this viewpoint, also with regard to the compound 
represented by the formula (I) described in claim 1 of the 
present application, which is produced on the basis of the 
descriptions of documents 1-4, a person skilled in the art 
could have easily conceived of employing said technique to 
obtain the amorphous form, and practicing said matter is not 
considered to exhibit a remarkable effect. 
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